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Table 3. Non surgical management of adrenal incidentalomas

Pathology Alternative management 

Subclinical Cushing’s 
syndrome1-3,153 

Careful observation

Lifestyle changes

Management of hypertension, 
diabetes mellitus, dyslipidemia

Pheochromocytoma155-159 1. Adrenergic receptor blockers

2. Calcium channel antagonists

3. A-methyl-paratyrosine

4. Conventional radiotherapy

5. Other targeted methods 
(radiofrequency ablation, 
cryoablation and arterial 
embolization)

6. 131I-MIBG

7. Octreotide

8. Chemotherapy 
(cyclophosphamide, vincristine 
and dacarbazine)

9. Future therapies

Aldosterone producing 
adenoma72,74,75,160-165 

1. Spironolactone
2. Eplerenone
3. Additional antihypertensive 

drugs (calcium channel 
blockers, angiotensin converting 
enzyme inhibitors, amiloride, 
triamterene)

4. Aldosterone-synthase inhibitors

Primary 
adrenocortical 
carcinoma13,37,165-170 

1. Mitotane

2. Etoposide, doxorubicin, cisplatin 
(combination with mitotane)

3. Streptozotocin (combination 
with mitotane)

4. Radiotherapy
5. Percutaneous chemical 

ablation
6. Anti-angiogenic agents, tyrosine 

kinase inhinitors, gene therapy 
and immunotherapy

Metastatic lesions3 Chemotherapy and radiotherapy of 
primary cancer

history of malignancy than in those without (23.3% 
vs 7%) and may indicate a metastatic lesion.179

The percentage of AIs developing hyperfunc-
tion during follow-up is generally low (about 1.7%), 
ranging from 0 to 11%.4 Indeed, the vast majority of 
studies demonstrated no hormonal alteration dur-
ing follow-up.173-176,178,179 The most common disorder 
observed is SCS, whereas catecholamine and ALD 
hypersecretion appear to be extremely rare.1-4,172,177,180 
The progression from SCS to overt disease is con-
troversial. Some researchers reported spontaneous 
endocrine normalization in about 50% of cases with 
SCS,181 others stable function19,172,178 and in one study 
1 out of 8 patients developed overt CS during follow-
up.17 Furthermore, the cumulative risk for developing 
hormonal abnormalities is greater in patients with 
a mass diameter ≥3cm than those with smaller le-
sions.3,171,172

Overall, in patients with an AI and a negative 
initial functional evaluation, an overnight 1mg-dex-
amethasone-suppression test in combination with 
urine catecholamines/metabolites annually (or earlier 
if clinically indicated) for four years is recommended, 
since the risk of tumor hyperfunction seems to plateau 
after 3-4 years (Figure 1).1-3,172,180

VI. Conclusions

AIs are currently more frequently detected in 
clinical practice due to increased use of imaging 
techniques. Although these masses are hormonally 
inactive and exhibit a benign behavior in the majority 
of cases, they still represent an important clinical con-
cern because of the risk of malignancy and hormonal 
hypersecretion in the future. A clinician encountering 
an AI is faced with two crucial issues. The first is if 
the tumor is hypersecretory or not, although clinically 
inapparent, and the second is the potential of malig-
nancy. Hypersecretion can be determined by using the 
1mg-dexamethasone suppression test, plasma or urine 
free metanephrines and ALD/PRA ratio in the case 
of hypertension, as the first-line biochemical testing. 
In the event of positive results, confirmatory tests are 
required. Imaging modalities, mainly CT scan, are 
an essential component in the diagnostic algorithm 
of AIs. They provide useful information in terms of 
size, shape, homogeneity and special features useful 

and ≥1cm in 5.2% of the patients. Reduction in size 
was reported in 5.2% and no cases of malignancy were 
detected.216 Moreover, a recent study suggested that 
the rate of tumor growth is greater in patients with a 




